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DETAILED ACTION 

The finality of the last Office action is withdrawn, and new grounds of rejection 
are set forth below. 

Response to Amendment 

Claim 49 has been amended and claims 64 and 76 have been canceled as 
requested in the amendment filed on 24 March 2008. Following the amendment, claims 
49, 58-62, 65-67, 69-73, 77 and 78 are pending in the instant application. 

Claims 49, 58-62, 65-67, 69-73, 77 and 78 are under examination in the instant 
office action. 

Any objection or rejection of record, which is not expressly repeated in this action 
has been overcome by Applicants' response and withdrawn. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 49, 58-62, 65-67, 69-73, 77 and 78 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the enablement requirement. The claim(s) contains 
subject matter which was not described in the specification in such a way as to enable 
one skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention. 
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The factors to be considered in determining whether a disclosure would require 
undue experimentation include (1 ) the quantity of experimentation necessary, (2) the 
amount of direction or guidance presented, (3) the presence or absence of working 
examples, (4) the nature of the invention, (5) the state of the prior art, (6) the relative 
skill of those in the art, (7) the predictability or unpredictability of the art and, (8) the 
breadth of the claims. In re Wands, 8 USPQ2d, 1400 (CAFC 1988). 

The claims are directed to a method for treating a subject suffering from kidney 
failure or amyloidoses, which comprises administering to the subject an amount of 
quinine or quinidine effective to inhibit the interaction between the AGE and RAGE in 
the subject, so as to thereby treat the subject. 

The specification teaches in vitro testing to determine which synthetic AGE 
structures interact with RAGE. It is taught that CML-modified BSA (not free CML), but 
not pentosidine or methylglyoxal-modified forms of proteins, bound RAGE in a dose- 
dependent manner. It is taught that CML-modified forms of proteins increased cell 
surface VCAM-1 functional activity on human umbilical vein endothelial cells (HUVECs) 
and increased migration of human peripheral blood-derived mononuclear phagocytes 
(MPs) in a RAGE-dependent manner. The specification teaches that CML- and RAGE 
epitopes were increased and co-localized in the kidney tissue from humans with 
diabetes and that CML content is increased with aging in the serum of diabetic patients 
and in skin, lung, heart, liver, kidney, intestine, intervertebral discs and arteries. It is 
taught that other products of peroxidation, glycoxylation and glycation are present in 
diabetic kidney (pp. 28-29). The specification also teaches that quinine and quinidine 
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are compounds capable of inhibiting the interaction of AGE and RAGE in vitro (pp. 38- 
39). The specification does not disclose any examples demonstrating performance of 
the claimed methods in any specific disease state. 

Accordingly, it is well known in the art that successful treatment of amyloidoses, 
such as Alzheimer's disease, has eluded researches and is therefore quite 
unpredictable. Alzheimer's disease involves an initial loss of recent memory function 
and attention, followed by failure of language skills, visual-spatial orientation, abstract 
thinking, and judgment and alterations of personality (Purves et al; Eds, Neuroscience, 
2001, Sinauer Associates, Inc., 2nd Edition, p. 678). The histopathology involves 
collections of neurofibrillary tangles and senile plaques and diffuse loss of neurons. 
Applicants have not shown any correlation between the in vitro data disclosed in the 
specification and alleviation of any of the above-mentioned pathologies associated with 
Alzheimer's disease. No actual therapeutic data is disclosed from human patients or 
from an art-accepted animal model for Alzheimer's disease (AD) or other amyloidoses. 
Applicants have not shown that quinine or quinidine would lower plaque burden (for 
example) in an animal model of AD. However, even if this art accepted model system 
was used in the instant specification, (i.e., mice that are transgenic for PDAPP and 
exhibit Alzheimer's type over production and build up of B-amyloid within the brain), this 
system is still not recognized as providing the teachings that are predictive of the results 
expected for the claims (treatment of amyloidoses, including AD). Furthermore, the art 
teaches that there is no known cure, treatment or preventative measure for Alzheimer's 
disease and related diseases, as evidenced by Vickers (Drugs Aging. 2002; 19(7): 487- 
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94) who teaches, "Alzheimer's disease (AD) is the leading cause of age-related 
dementia and is set to markedly increase in incidence with the gradual aging of the 
populations in both developed and developing nations. Along with most brain diseases 
and conditions, there is no effective treatment currently available to reverse, slow down 
or prevent its course." 

Regarding the claimed treatment of kidney failure comprising administration of 
quinine or quinidine, the art teaches that quinine ingestion has a causal association with 
kidney failure (Maguire et al. Hemolytic anemia and acute renal failure associated with 
temafloxacin-dependent antibodies. Am J Hematol. 1994 Aug;46(4):363-6, abstract). 
Thus, if quinine can induce kidney failure, then the disease is not treated. Since 
treatment of kidney failure is required by the claims, it would require undue 
experimentation to practice the claimed invention, because the invention would not work 
as evidenced by the prior art. The specification does not provide guidance to overcome 
the unpredictability of practicing the claimed invention, since Applicants do not disclose 
any actual examples of quinine or quinidine used to successfully treat kidney failure in 
humans or in an art-accepted animal model. 

The specification fails to provide any guidance for successfully treating human 
patients with Alzheimer's disease, other amyloidoses or kidney failure and since 
resolution of the various complications in regards to treating these disorders with 
quinine or quinidine is not complete, one of skill in the art would be unable to practice 
the invention without engaging in undue trial and error experimentation. Additionally, a 
person skilled in the art would recognize that predicting the efficacy of quinine or 
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quinidine in humans in an Alzheimer's disease model as highly problematic (see MPEP 
§2164.03). Thus, although the specification prophetically considers using the claimed 
methods, such a disclosure would not be considered enabling since the state of the art 
teaches that treatment of Alzheimer's disease and associated diseases is highly 
unpredictable. 

As set forth above, inadequate guidance is presented in the specification to 
overcome the obstacles outlined above in practicing the claimed invention. The test of 
enablement is not whether any experimentation is necessary, but whether, if 
experimentation is necessary, it is undue. Due to the lack of working examples 
involving treatment of any patient with any disease (AD, amyloidoses, kidney failure or 
otherwise) comprising administration of quinine or quinidine, the lack of guidance 
present in the specification, the complex nature of the invention, and the prior art which 
establishes the complex nature of the claimed invention, it would require undue 
experimentation for one of skill in the art to practice the claimed invention. 



Conclusion 

No claims are allowed. 
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Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gregory S. Emch whose telephone number is (571) 

272- 8149. The examiner can normally be reached 9:00 am - 5:30 pm EST (M-F). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey J. Stucker can be reached at (571) 272-091 1 . The fax phone 
number for the organization where this application or proceeding is assigned is (571) 

273- 8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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